EXHIBIT 2 
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Into a nominal 400 cc PYREX glass beaker with the 
following dimensions: 

Inside Diameter « 2.75 inch 

Vessel Height = 4.25 inch 
were added: 

32 grams of acetophenetidin (supplied by Sigma 
Chemical Co*, Product Number A2500, "powder" form),. 

8 grams of hydroxypropyl methylcellulose (purchased 
from Etsu Chemical Co, as PHARMCOAT^ Grade 606), and 

200- grams high purity water. 

Then, 200 grams of unleaded glass beads were added 
to the glass vessel. These beads were purchased from Jaygo, 
Inc., and consisted of a mixture of equal volumetric 



quantities of 2, 3, 4 and 5 mm glass beads. The beads were 
conditioned and cleaned by rolling with water for two hours 

and dryina In room air. 

a stainless steel agitator o£ the sa«e proportions 
described in Example 15 of O.S. Patent 4,540,602 was 
fabricated from 316 stainless steel with the following 

dimensions: . 

disc diameter 1-975 inches (5 cm) 

disc thickness 0.118 inches (3 mm) 

shaft diameter 0.118 inches (3 mm) 

The Shaft »as attached concentrically to the upper 
surface of the disc and was rotated at 400 RPM. The agitator 
Tis. was positioned concentricallv. 3 cm 

the vessel- during the milling process. The composition 
l^crihed Shove was milled for .0 minutes at "J —••^"•^ 
milling, the dispersion was discharged » ^Xtl^l 

mesh screen and slurry samples were taken for analytical 
claracterization. Particle size of the dispersion was 
tmZL using scanning electron micrographs and a low angle 
light scattering particle si.er made by «icrotrac mc^ 
<;^own as the ^ Particle Size analyzer, . The particle size 
measured in duplicate . and the average of both 



was 



determination^ was as follows: 

/rX-^ume average diameter: 37.02 microns 
/ Surface average diameter: 15.17 microns 

Nrhe ^ize of the particles in the unmilled slurry,- 
i.e., the of the starting material before grinding was 

as follows: 

volume average diameter: 74.32 microns 
surface average diameter: 47.77 microns 

scanning electron micrographs of the dispersions support the 
above data - 



THe procedure described above in Part IR was 
repeated except tbat the milling speed was increased to 1375 
RPM and the milling time was increased to 180 minutes. the 
particle size measured was as follows: 

volume average diameter: 3.49 microns 
surface average diameter: 1.67 microns 

The procedure described above in part IR was 
repeated except that the acetophenetidin was th. "crystal.. 
foL supplied by Sigma Chemical Co. 

and 280 -gms- of grinding media were used The panicle size 
measured from scanning electron micrographs of the 
dispersions ranged from about 1 to 10 microns. 

The size of the particles in- the unmilled slurry, 
i . the starting material before grinding, measured from 
scanling electron microg ranged from about 50 to. 1,000 

microns . 

The procedure described in part 2 above was 
repeated except that the n.illing speed «as ^''=";"''." 
RP«. The particle »1« measured fro«. scanning 
micrographs of the dispersion ranged from about X to 

xfticrons . 



into a nominal quart glass jar with the following 



dimensions: ^ 

inside diameter - 3.4375 inches 
vessel diameter - 6,875 inches 



were added: 



30 grams of hydrocortisone 21-acetate (supplied by 
Sigma Chemical Co., Product # H4126), 

10 grams of ethylene oxide-propylene oxide 
copolymer (Pluronic F68, supplied by BASF Corp.), 

100 grams of high purity water, and 

SO grams of ethyl alcohol <100%) . 

A high speed disperser <tJltra Turrax type TFX # 
0473 manuf^tured by Janke Kunlcei Gmbh & Co. KG of the 
Federal Republic of Germany) was used to process the above 
blend of ingredients. This device was used to simulate the 
Politron disperser used in Example 18 of U.S. Patent 
4,540,602. ' The disperser was equipped with the following 
stator and rotor configuration: 

Rotor, model SD-45 (diameter = 1.768 inches) 

Stator Generator G-4S0 (diameter =1.7 617 inches) 

The above ingredients were milled for 30 minutes. During the 
milling cycle enough heat was generated to evaporate nearly 
all of the ethanol. This was determined by weighing the 
contents of the vessel after the milling cycle. Samples of 
■ the dispersion were measured using the FRA Particle Size 
Analyzer. The particle size measured was as follows: 
volume average diameter - 4.51 microns 
Surface average diameter - 2.^42 microns 

scanning electron micrographs of these dispersions support 

the above data . . , , o , 

The size of the particles in the unmilled slurry, 

i e the starting material before grinding measured from 
■scanning electron micrographs ranged from about 0.4 to 10 
microns . 



t^p , B"r^'^T'^'^ BYAMP T -P T« n.fi. PATENT 4.S40.6Q2 



was 



The procedure described in Part 3 above 
repeated except that during the milling cycle an additional 
100 grains of ethanol were added and the vessel was water 
jacketed and milled for 30 additional minutes. The particle 
size measured was as follows: 

Volume average diameter = 4.39 microns 
Surface average diameter - 2.42 microns 



scanning electron micrographs of this dispersion support 
above dai:a. 
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